. The part played by was very similar with either dose of agonist; in contrast, Ca 2؉ released from intracellular stores in the regulation the plateau phase of the response was clearly supof secretion is well established; however, the role of pressed at the higher dose of ACh. The plateau phase Ca 2؉ influx in exocytosis is unclear. Recently, we obis generally accepted to mainly reflect entry of Ca 2ϩ from served that supramaximal concentrations of acetylthe extracellular space (also see Figure 3A ). Despite the choline (Ն10 M) elicited an additional component of reduction in Ca 2ϩ influx, the exocytotic response was exocytosis despite reducing Ca 2؉ influx. In the present enhanced by ‫%07ف‬ ( Figure 2B ; 22.6 Ϯ 1.65 exocytotic study, we found that supramaximal exocytosis was events/cell with 10 M ACh, n ϭ 41 versus 13.3 Ϯ 1.29 substantially inhibited ‫)%07ف(‬ by wortmannin (100 with 1 M ACh, n ϭ 36; p Ͻ 0.05). To account for this nM), an inhibitor of phosphatidylinositol 3-kinase. , by inhibiting capacitaConclusions tive Ca 2ϩ entry, has the same effect as supramaximal doses of ACh; i.e., it switches exocytosis from a PLC␤-We propose that the influx of Ca 2ϩ through capacitative entry channels plays two critical functions in pancreatic dependent mode to a PI 3-K-dependent mode.
The potentiating effect of wortmannin on exocytosis acinar cells: one, to potentiate secretory activity; and two, to provide a switching device that determines which elicited by 1 M ACh implies that there is inhibition of the PLC␤ pathway from the PI 3-K pathway; i.e., there is of the two distinct signaling pathways controls zymogen granule exocytosis. Furthermore, the switch to a wortmutual inhibitory cross-talk between the two pathways. This observation also implies that PI 3-K itself is not the mannin-sensitive mode of exocytosis at supramaximal agonist concentrations may be a contributing factor to target of Ca 2ϩ influx and that there must be one, or more, intervening steps between PI 3-K and the site of action the progression of acute pancreatitis, and this signaling pathway may prove to be a useful pharmacological tarof Ca 2ϩ influx in the PI 3-K-dependent pathway. In our experiments, 100 nM wortmannin inhibits exocytosis get for the treatment of this disease. creatitis, and it is generally considered that such supra- 
